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ABSTRACT 



The invention relates to the use of an immunogen selected 
from the group consisting of 

(i) an anti-p53 mAb; 

(ii) a fragment of an anti-p53 mAb; 

(iii) a peptide based on a CDR of the heavy or light chain 
of an anti-p53 mAb, which peptide is capable of 
eliciting antibodies to p53; and 

(iv) a DNA molecule coding for the variable (V) region of 
an anti-p53 mAb in a suitable gene delivery vehicle, for 
the preparation of a pharmaceutical composition useful 
for induction of anti-tumor immunity in mammals, for 
activating an enhanced immune response to a p53 
molecule in mammals, and/or for induction of immune 
responses to mutated and wild-type forms of a p53 in 
mammals. The use of anti-p53 mAbs and novel pep- 
tides based on the CDR2 and CDR3 of the heavy chains 
and CDR3 of the light chains of different anti-p53 
mAbs are disclosed. 



15 Claims, 5 Drawing Sheets 
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<4 00> SEQUENCE : 21 

Tyr Tyr Cys Gin His He Arg Glu Leu Thr Arg Ser Glu Gly Gly Pro 



<210> SEQ ID NO 22 

<211> LENGTH: 20 

<212> TYPE: PRT 

<213> ORGANISM: Mus musculus 

<400> SEQUENCE : 22 

Gly Val Tyr Tyr Cys Trp Gin Gly Thr His Ser Pro Leu Thr Phe Gly 
15 10 15 

Ala Gly Thr Lys 

20 

<210> SEQ ID NO 23 

<211> LENGTH : 20 

<212> TYPE : PRT 

<213> ORGANISM: Mus musculus 

<400> SEQUENCE: 23 

Gly Asp lie Asn Pro Asn Asn Gly Tyr Thr He Tyr Asn Gin Lys Val 
15 10 15 

Lys Gly Lys Ala 



<210> SEQ ID NO 24 

<211> LENGTH : 20 

<212> TYPE : PRT 

<213> ORGANISM: Mus musculus 

<4 00> SEQUENCE: 24 

Ala Val Tyr Tyr Cys Ala Arg Ser Gly Ser Arg Phe Asp Tyr Trp Gly 
1 5 10 15 

Glu Gly Thr Thr 



<210> SEQ ID NO 25 

<211> LENGTH: 20 

<212> TYPE : PRT 

<213> ORGANISM: Mus musculus 

<400> SEQUENCE: 25 

Val Tyr Phe Cys Gin Gin Ser Asn Ser Trp Pro Val His Ala Arg Gly 
15 10 15 

Gly Gly Thr Lys 
20 



What is claimed is: 2. A synthetic peptide according to claim 1, containing a 

1. A synthetic peptide capable of eliciting antibodies to 6 " sequence of the CDR2 or CDR3 of the heavy chain, or of the 

p53, which peptide is 7 to 30 amino (Stids) in length of a CDR3 of the light chain, of an anti-p53 mAb. 

variable region of an ant>p_53 mAb andNcontains a sequence 

of a CDR of the heavy (chak» )or light cttain of the anti-p53 3. A synthetic peptide according to claim 1, wherein the 

mAb, and salts thereof, wherein the seduence of the CDR is fi5 peptide contains a sequence selected from the group of 

selected from the polypeptide sequences of mAb 240, mAb sequences consisting of Ic (SEQ ID NO:l 1), Ha (SEQ ID 

246 and mAb 421. \ NO: 12), and IVc (SEQ ID NO: 20). 

txcW residues 
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4. A synthetic peptide according to claim 3, wherein the 
peptides are selected from the group consisting of peptides 
V-VII of the sequences: 

Peptide V: Tyr-Tyr-Cys-Gln-His-Ile-Arg-Glu-Leu-Thr- 
Arg-Ser-Glu-Gly-Gly-Pro-Ser (SEQ ID NO:21), 

Peptide VI: Gly-Val-Tyr-Tyr-Cys-Trp-Gln-Gly-Thr-His- 
Ser-Pro-Leu-Thr-Phe-Gly-Ala-Gly-Thr-Lys (SEQ ID 
NO:22), 

Peptide VII: Gly-Asp-Ile-Asn-Pro-Asn-Asn-Gly-Tyr- 
Thr-Ile-Tyr-Asn-Gln-Lys-Val-Lys-Gly-Lys-Ala (SEQ 
ID NO:23), and salts thereof. 

5. A synthetic peptide according to claim 1, wherein the 
peptide contains the sequence: Gln-His-Ile-Arg-Glu-Leu- 
Thr-Arg (SEQ ID NO:l 1) or Tyr-Tyr-Cys-Gln-His-Ile-Arg- 
Glu-Leu-Thr-Arg-Ser-Glu-Gly-Gly-Pro-Ser (SEQ ID 
NO:21). 

6. The peptide of claim 1 in the form of an organic or 
inorganic salt thereof. 

7. The peptide of claim 2, wherein the peptide is selected 
from the group consisting of: 

(i) peptides, herein designated Ia-Ib, containing the 
CDR2 and CDR3, respectively, of the heavy chain 
(240VH), and peptide Ic containing the CDR3 of the 
light chain (240VL), of the anl:i-p53 mAb 240, of the 
sequences: (la) Glu-Ile-Asp-Pro-Ser-Asp-Ser-Tyr-Thr- 
Asn-Tyr-Asn-Gln-Phe jLys-Asp (SEQ ID NO:9), (lb) 



(lib) 
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8. A pharmaceutical composition comprising the peptide 
of claim 1 and a pharmaceutically acceptable carrier. 

9. The pharmaceutical composition of claim 8, wherein 
the peptide contains a sequence of the CDR2 or CDR3 of the 

5 heavy chain, or of the CDR3 of the light chain, of an 
anti-p53 mAb. 

10. The pharmaceutical composition of claim 9, wherein 
the peptide contains the sequence: Gln-His-Ile-Arg-Glu- 
Leu-Thr-Arg (SEQ ID NO:l 1) or Tyr-Tyr-Cys-Gln-His-Ile- 

10 Arg-Glu-Leu-Thr-Arg-Ser-Glu-Gly-Gly-Pro-Ser (SEQ ID 
NO:21). 

11. The pharmaceutical composition of claim 8, wherein 
the peptide is selected from the group consisting of: 

(i) peptides, herein designated la-lb, containing the 
15 CDR2 and CDR3, respectively, of the heavy chain 

(240VH), and peptide Ic containing the CDR3 of the 
light chain (240VL), of the anti-p53 mAb 240, of the 
sequences: (la) Glu-Ile-Asp-Pro-Ser-Asp-Ser-Tyr-Thr- 
Asn-Tyr-Asn-Gln-Asn-Phe-Lys-Asp (SEQ ID NO: 9), 
20 (lb) Leu-Leu-Arg-Tyr-Phe-Ala-Met-Asp-Tyr (SEQ ID 
NO: 10), or (Ic) Gln-His-Ile-Arg-Glu-Leu-Thr-Arg 
(SEQ ID NO: 11); 

(ii) peptides, herein designated Ila-IIb, containing the 
CDR2 and CDR3, respectively, of the heavy chain 

25 (246VH), and peptide 1 1 c containing the CDR3 of the 
light chain (246VL), of the anti-p53 mAb 246, of the 
sequences: 



AEp-Ile-Asn-Pro-Aen-Asn-Gly-Tyr-Thr- (SEQ ID NO: 12), 
Ile-Tyr-Asn-Gln-Lys-Val-Lya-Gly 

Gly-Gly-Gly-Leu-Lys-Gly-Tyr-Pro-Phe- (SEQ ID NO: 13), or 
Val-Tyr 

Gln-Gln-Arg-Ser-Ser-Phe-Pro-Phe-Thr (SEQ ID NO: 14); 



Leu-Leu-Arg-Tyr-Phe-Ala-Met-Asp-Tyr (SEQ ID 
NO: 10), or (Ic) Gln-His-Ile-Arg-Glu-Leu-Thr-Arg 
(SEQ ID NO: 11); 
(ii) peptides, herein designated Ila-IIb, containing the 
CDR2 and CDR3, respectivity, of the heavy chain 



(iii) peptides, herein designated IVa-IVb, containing the 
CDR2 and CDR3, respectively, of the heavy chain 
(421VH), and peptide IVc containing the CDR3 of the 
light chain (421VL), of the anti-p53 mAb 421, of the 
sequences: 



(IVb) Tyr-Gly-Asp-Ala-Leu-Asp-Tyr (SEQ ID HO:19), or 

(IVc) Trp-Gln-Gly-Thr-HiB-Ser-Pro-Leu-Thr (SEQ ID MQ:20^ P) , 

(246VH), and peptide 1 1 c containing the CDR3 of the and salts thereof. 

light chain (246VL), of the anti-p53 mAb 246, of the 12. The pharmaceutical composition of claim 8, wherein 

sequences: (Ila) Asp-Ile-Asn-Pro-Asn-Asn-Gly-Tyr- the peptide contains a sequence selected from the group of 

Thr-Ile-Tyr-Asn-Gln-Lys-Val-Lys-Gly (SEQ ID 55 sequences consisting of Ic (SEQ ID NO:ll), Ila (SEQ ID 

NO: 12), (lib) Gly-Gly-Gly-Leu-Lys-Gly-Tyr-Pro-Phe- NO: 12), and IVc (SEQ ID NO:20). 

Val-Tyr (SEQ ID NO:13), or (lie) Gln-Gln-Arg-Ser- 13. The pharmaceutical composition of claim 12, wherein 

Ser{phi) Pro-Phe-Thr (SEP ID NO: 14): the peptides are selected from the group consisting of 

(iii) peptides, herein designated IVa-IVb, containing the peptides V-VII of the sequences: 

CDR2 and CDR3, respectively, of the heavy chain 60 Peptide V: Tyr-Tyr-Cys-Gln-His-Ile-Arg-Glu-Leu-Thr- 

(421 VH), and peptide IVc containing thefDCR3) of the Arg-Ser-Glu-Gly-Gly-Pro-Ser (SEQ ID NO:21), 

"" light chain (421 VL), of the anti-p53 mAb 421, of the Peptide VI: Gly-Val-Tyr-Tyr-Cys-Trp-Gln-Gly-Thr-His- 

sequences: (IVa) Trp-Ile-Asp-Pro-Glu-Asn-Gly-Asp- Ser-Pro-Leu-Thr-Phe-Gly-Ala-Gly-Thr-Lys (SEQ ID 

Thr-Glu-Tyr-Ala-Pro-Lys-Phe-Gln-Gly (SEQ ID NO:22), 

NO: 18), (IVb) Tyr-Gly-Asp-Ala-Leu-Asp-Tyr (SEQ 65 Peptide VII: Gly-Asp-Ile-Asn-Pro-Asn-Asn-Gly-Tyr- 

ID NO: 19), or (IVc) Trp-Gln-Gly-Thr-His-Ser-Pro- Thr-Ue-Tyr-Asn-Gln-Lys-Val-Lys-Gly-Lys-Ala (SEQ 

Leu-Thr (SEQ ID NO:20); and salts thereof. ID NO:23), and salts thereof. 



